Dear Editor,

The skin is a relatively uncommon site for distant metastatic deposits, compared with organ such as liver, bone, and lung. The most common sources of cutaneous metastases are: Breast, skin tumors, lung, colon, stomach, upper aerodigestive tract, uterus, and kidney.\[[@ref1]\]

We describe the case of a 65-year-old patient, male, presented with a non-tender nodule, exophytic, rounded, of parenchymatous consistency, at the right rima oris, of around 2 cm in diameter, pinkish-purple colored, translucent lined by multiple telangiectasia \[[Figure 1](#F1){ref-type="fig"}\].
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The patient was operated 2 years before for poorly-differentiated carcinoma at the rectum with multiple secondary lesions. The histological examination showed a solid pattern with nidus aspects of the pseudoglandular type \[[Figure 2](#F2){ref-type="fig"}\], revealed as a neuroendocrine carcinoma.

![Section of skin with H and E, staining ×20](IJD-58-247a-g002){#F2}

To confirm the neuroendocrine differentiation, immunohistochemical investigations were made with following results: Chromogranin A−, synaptophysin+++, CK7−, CK20−, Neuron-Specific Enolase (NSE) - \[[Figure 3](#F3){ref-type="fig"}\]. Considering his anamnesis and a diagnosis of a possible skin metastatic lesion, we performed an immunohistochemical analysis of the biopsy samples of the rectal carcinoma. The immunohistochemical panel confirms a strong positivity for synaptophysin and negativity for chromogranin A, CK7, CK20, NSE \[[Figure 4](#F4){ref-type="fig"}\].
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Neuroendocrine tumors (NETs) are rare malignant neoplasia, which are more frequent at the intestinal level where they represent, however, less than 1% of tumors.\[[@ref2]--[@ref4]\]

Metastatic neuroendocrine carcinomas to the skin are infrequent and need to be differentiated from primary neuroendocrine skin tumors, in particular, from Merkel cell carcinoma.

In the case presented here, the diagnosis of metastasis seemed likely since the patient had already diffuse metastatic disease at presentation and was confirmed by a comparative immunohistochemical study of both tumors (cutaneous and rectal).

The most common sources of cutaneous metastasis are breast, melanoma, lung, colon, stomach, upper aereodigestive-tract, uterus, and kidney. The most common skin metastasis from a previously uncommon primary tumor originates from the kidney, lung, thyroid, or ovary.\[[@ref4]--[@ref6]\]

Neuroendocrine cell (NEC) carcinomas of the colon and rectum are uncommon, comprising less than 1% of colon and rectal cancer. NEC carcinomas typically stain for the immunohistochemical markers synaptophysin, chromogranin, or neuron-specific enolase. It is well-known that NEC carcinomas of the colon and rectum has very poor prognosis.\[[@ref7]--[@ref8]\]

The synaptophysine is a transmembrane glycoprotein with a molecular weight of 38 kDa and is a specific marker of neuroendocrinal differentiation.

The synaptophysine has been identified in diverse primary neuroendocrine (NE) tumors of both neural and epithelial origin. In literature, there are many studies that confirm that expression of synaptophysin can be maintained during formation of metastases of several types of NE tumors, including medullary thyroid carcinoma, gastrinoma, insulinoma, small (oat) cell carcinoma of the lung, gastrointestinal carcinoid, and neuroblastoma,

Synaptophysin immunohistochemical study is widely used for the positive identification of metastatic NE tumors, notably in differential diagnosis, as in our case report.\[[@ref9]\]

We would also like to draw attention to the diagnostic role of skin metastases which, in 7% of cases, according to the literature, may represent the first manifestation of an occult carcinoma, but coincide with a rapid progression of neoplastic disease.\[[@ref10]\]
